Background: Tolerability-guided dose adjustment of afatinib reduced incidence and severity of adverse drug reactions (ADRs) without affecting efficacy in the LUX-Lung (LL) studies in patients with EGFR mutation-positive (EGFRm+) NSCLC. We evaluated the impact of modifying the recommended starting dose of afatinib (40mg) on efficacy and safety in a real-world setting. Method: This non-interventional, observational, multi-country/site study used medical records of TKI-naïve patients with EGFRm+ (Del19/L858R) NSCLC treated with first-line afatinib. Primary outcomes were % patients with ADRs by severity, time on treatment (TT), and time to progression (TTP), relative to LL3. Secondary outcomes were % of patients with/reasons for modified starting dose. Result: 228 patients from 13 countries were included. Baseline characteristics were generally similar to LL3, but with more Del19 patients (78% vs 49%) and fewer Asian patients (44% vs 72%); 12% had ECOG PS 2e3. 31% of patients received an afatinib starting dose of <40 mg; 20% of patients starting with <40 mg increased their dose during the study. 67% of 40 mg starters underwent dose reductions, with 86% of those occurring in the first 6 months. Dose reductions were more frequent in females, Eastern Asian patients, and those with lower body weight. The main reason for dose modification was ADRs. In <40 mg starters, overall ADR incidence was similar to that in 40 mg starters, with fewer G3 (17% vs 25%) and no G4 ADRs. There were no new safety signals, and fewer G3 ADRs and serious adverse events (SAEs) than in LL3 (28% vs 49% and 5% vs 14%, respectively). >60% of patients received medications to treat diarrhea and manage skin AEs. Median TT and TTP were 18.7 months and 20.8 months, respectively, and were not impacted by reduced starting dose or dose modification (19.4/17.7/19.5 and 25.9/20.0/29.0 months for patients who started on 30 mg/reduced to <40 mg/ remained on 40 mg, respectively). The efficacy of afatinib was demonstrated across all patient subgroups analysed (ECOG PS 0/1 vs 2/3, age <75 yrs vs 75 yrs, EGFR mutational status); TT and TTP were significantly longer in patients with ECOG PS0/1 versus PS2/3. Conclusion: As in pivotal trials, dose adjustments with afatinib in realworld practice reduced the frequency and intensity of ADRs without impacting efficacy. RealGido demonstrated long TT/TTP regardless of afatinib dose adjustment or reduced starting dose, and an acceptable safety profile. The results highlight the benefit of tailoring afatinib dose based on individual patient characteristics and ADRs to optimize outcomes.
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Background: The rationale for developing an alternative paclitaxel formulation concerns Cremophor EL-related side effects, and a novel paclitaxel delivery system might augment its therapeutic efficacy. PAXUS PM (or also known as GENEXOL-PM) is a novel polymeric micelle formulated paclitaxel free of Cremophor. The polymeric micelle formulation is composed of hundreds of low molecular weight, nontoxic, and biodegradable amphiphilic diblock copolymers which include monomethoxy poly (ethylene glycol)-block-poly(D,L-lactide). PAXUS-PM is used to breast cancer, non-small cell lung cancer, and ovarian cancer as 3 week regimen. In other words the data of weekly therapy in NSCLC is not published. Method: This prospective, single-arm, clinical study was designed to evaluate the efficacy and safety of the combination of Genexol-PM and carboplatin for the treatment of advanced non-small-cell lung cancer (NSCLC). Subjects with non-small cell lung cancer who met the inclusion/exclusion criteria underwent the tests required per treatment plans and then received Genexol-PM 100mg/ m2 and carboplatin 5 AUC(or 6AUC) on day 1, 8, 15 of every 3-week cycle for a maximum of six cycles as first-line therapy. The study evaluated the objective response rate as primary objective, and other variables including overall survival (OS), progression free survival (PFS), time to tumor progression (TTP), duration of overall response and adverse events. Result: Thirty patients were enrolled and analyzed intermittently in this study. The median number of administered cycles was 6. Overall response rate was 76.67% with 2 complete responses (CR) and 21 partial responses (PR). There weren't any patients with progressive disease. The Hematological toxicities were manageable and the major hematological toxic effects were grade 1/2 neutropenia(n¼12, 40.0%), grade1 thrombocytopenia(n¼1, 3.3%) and grade 1/2 anemia(n¼8, 26.7%). There were no grade3/4 adverse events, such as neutropenia and hypersensitivity reactions. The major non-hematologic toxic effects included grade 2 nausea, vomiting and alopecia in all 30 patients. Conclusion: Genexol-PM plus carboplatin combination chemotherapy showed excellent antitumor activity. In this study, there was no significant risk of hematologic and non-hematologic adverse events of grade 3/4. Among the paclitaxel formulations developed to allow high doses, there were limitations as an intermediate result, but good efficacy and safety results were obtained in lung cancer. Therefore, the use of CrEL-free, polymeric micelle formulation of paclitaxel allowed administration of higher doses of paclitaxel and showed safe and efficacious results. 7%) . The median number of cycles administered was 3, and the overall response rate and disease control rate were 33.3% and 78.8%, respectively. The median progression-free survival, the median survival time and the 1year survival rate were 4.8 months, 12.8 months and 51.4%, respectively. Acute exacerbation of ILD caused by chemotherapy was noted in 2 patients (6.1%). Conclusion: This is the first and largest prospective study designed to evaluate the efficacy of a specific chemotherapeutic regimen as the primary endpoint in patients with advanced NSCLC with ILD. The combination of S-1 with CBDCA may be a treatment option for advanced NSCLC patients with ILD. Keywords: non-small-cell lung cancer, interstitial lung disease, acute exacerbation P1.01-33 Randomized Phase 2 Study Comparing CBDCA+PTX+BEV and CDDP+PEM+BEV in Treatment-Naïve Advanced Non-Sq NSCLC (CLEAR study)
